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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant: 



Allen, Keith D. 



Examiner: 



Wilson, Michael C. 



Serial No.: 



10/005,202 



Group Art Unit: 



1632 



Filed: 



12/04/2001 



Docket No.: 



R902/75658.023400 



Title: 



TRANSGENIC MICE CONTAINING KIR5.1 INWARDLY RECTIFYING 



POTASSIUM CHANNEL GENE DISRUPTIONS 



DECLARATION OF ROBERT DRISCOLL PURSUANT TO 37 C.F.R. § 1.132 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



I, Robert Driscoll, residing at 23 Chicory Lane, San Carlos, CA 94070, hereby declare: 

1 . I am presently employed as Vice President of Intellectual Property & Legal 
Affairs at Assignee, Deltagen, Inc., in San Carlos, CA. I have also previously served as the 
Company's Senior Director of Intellectual Property, in which position I managed and oversaw 
the Company's intellectual property portfolio, including the Company's patent filings. I possess 
a Ph.D in Chemistry, received from the California Institute of Technology. I also possess a J.D., 
received from Loyola Law School, Los Angeles. I am a registered patent attorney (Reg. No. 
47,536). 

2. I am familiar with the above-cited application. I am familiar with the Office 
Action mailed April 20, 2005. I am aware that the Examiner has rejected the claims, in part, for 
allegedly failing to meet the utility requirement. I am also aware that the Applicant has argued 
that a commercial sale of a mouse with a disrupted Kir5.1 inwardly rectifying potassium channel 
allele within the scope of the claimed subject matter ("KirS.l gene knockout mouse") should 
satisfy the utility requirement. 



Sir: 



3. In support of the Applicant's aforementioned argument, I hereby state that I have 
reviewed Deltagen 's internal sales records regarding the Kir5.1 gene knockout mouse. 
According to these records, the KirS.l gene knockout mouse has been delivered to at least one 
(1) large pharmaceutical company. The contractual terms by which the mice were transferred 
prohibit Deltagen from identifying the name of this company. However, the company is ranked 
among the top 10 pharmaceutical companies worldwide (based on sales). 

4. It is my understanding, based on communications with our pharmaceutical 
company customers, that transgenic knockout mice obtained from Deltagen are used for studying 
gene function and for human therapeutic drug development. 

5. I further declare that all statements made herein of my own knowledge are true; 
and further that these statements were made with knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code, and that such willful false statements may jeopardize the validity of the 
above-referenced application or any patent issuing thereon. 
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Examiner: 



Wilson, Michael C. 



Serial No.: 



Group Art Unit: 



1632 



Filed: 



12/04/2001 



Docket No.: 



R902/75658.023400 



Title: 



TRANSGENIC MICE CONTAINING KIR5.1 INWARDLY RECTIFYING 



POTASSIUM CHANNEL GENE DISRUPTIONS 



DECLARATION OF JOHN BURKE PURSUANT TO 37 C.F.R. § 1 .132 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



I, John E. Burke, residing at 16357 E. Berry Avenue, Centennial CO 80015, hereby 
declare: 

1 . I am currently, and have been since 1 998, the Attorney of Record for the 
Applicant and Assignee, Deltagen, Inc. I am listed on the originally filed Power of Attorney for 
the present application. From December 1996 to December 1999, 1 was Of Counsel with the law 
firm of Pillsbury Madison & Sutro (currently Pillsbury Winthrop) where I represented Deltagen 
with respect to intellectual property matters, including patent matters relating to their transgenic 
mouse program. From December 1999 until December 2001, 1 served as Deltagen's Vice 
President of Intellectual Property, where I supervised Deltagen's internal patent department. All 
of the applications, including the present application, covering the 750 lines of mice in DeltaBase 
were drafted by Deltagen's patent department. From December 2001 until April 2003, 1 served 
as Deltagen's Senior Vice President and General Counsel. From April 2003 through April 2005, 
I was a partner with the Denver office of Merchant & Gould, where I continued to represent 
Deltagen with regard to intellectual matters, including patent matters. I am presently employed 
as a Shareholder with the Denver office of the law firm of Greenberg Traurig, where I am 
responsible for prosecution of Deltagens's patent portfolio relating to their transgenic mice 
program, including the present application. 



Sir: 



2. I am familiar with the present application. I am familiar with the Office Action 
mailed April 20, 2005. I am aware that the Examiner has rejected the claims, in part, for 
allegedly failing to meet the utility and enablement requirements. I am aware that the Examiner 
argues on pages 7-8 of the Office Action that background and genetic factors have an effect on 
phenotypes such as the startle response. 

3. I hereby declare that, as evidenced by the attached Exhibit, the subject matter of 
the present application, KirS.l inwardly rectifying potassium channel gene knockout mice 
(KirS.l gene knockout mice), were compared with control mice of identical background. 

4. I hereby declare that the claimed Kir5.1 gene knockout mouse has been 
extensively analyzed using the tests set forth in the Examples. This data has been incorporated 
into Deltagen's commercial database product, DeltaBase. This database has been subscribed to 
by at least three of the world's largest pharmaceutical companies, Merck, Pfizer and GSK. 

5. I hereby declare that I have accessed Deltagen's internal web-based DeltaBase 
database to review the data derived from analyses of the claimed mice. I hereby declare that the 
attached Exhibit contains four (4) pages, each representing a screen printout from DeltaBase. 
The first page is the Behavior Summary page summarizing changes relating to genotype 
associated with Gene 902, as prepared by Deltagen's pathology group. As noted at the top of the 
page, Gene 902 corresponds to the KirS.l gene. As noted, the homozygous mice were 
significantly different in their startle response relative to wild-type controls. The page further 
notes that for the behavioral tests, 9 homozygous mutant males were compared with 10 wild-type 
controls males. The page further describes how 129/OlaHsd x C57BL/6 F2N1 mice were 
produced. The table on the right side of the page provides the background of each of the 
homozygous (-/-) and wild-type control mice (+/+) used in the comparative tests. As is shown in 
the table, the transgenic mice (-/-) and control mice (+/+) are of identical F2N1 background 
(129/01aHsdxC57BL/6). 

6. The second and third pages represent the "left" and "right" sides of a webpage 
showing a portion of raw data derived from the comparative startle/PPI tests for Gene 902. The 
gene number, 902, is indicated in column 1. The ES cell line is indicated in column 2. As can 
be seen, each mouse was derived from the same ES cell line, 1006. Columns 3 and 4 indicate the 



generation and background. As can be seen, each mouse is of identical background, F2N1 . As 
can also be seen, each mouse tested is of approximately the same age and gender. Column 35 
(page 3) shows the date on which the data was recorded. All of the data corresponding to the 
F2N1 mice was entered prior to the filing date of the present application. 

7. The fourth page of the Exhibit shows the statistical values for the startle test for 
Gene 902. As shown, the data derived was statistically significant. 

8. In summary, the attached Exhibits show that the transgenic mice were compared 
with control mice of identical background. The phenotypes were based on a comparison with 
age, gender and strain matched control mice. 

9. I further declare that all statements made herein of my own knowledge are true; 
and further that these statements were made with knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code, and that such willful false statements may jeopardize the validity of the 
above-referenced application or any patent issuing thereon. 

&± 

John E. Burke, Reg. No. 35,836 
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! Gene 902 
Behavior 

Changes related to genotype: 

• Homozygous mutants displayed increased 
startle responses across all stimulus levels in 
the Startle/PPI test. 

Homozygous mutant and wild-type control mice 
; were evaluated for phenotypic changes by testing 
| on six behavioral tasks: Open field test, Tail 
j suspension test, Rotarod test, Hot plate test, 
i Startle/PPI, and Metrazol test. 
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i Mouse ID numbers are as follows: 



9 homozygous mutant males (117341, 127734, 
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ES cells derived from the 129/OlaHsd mouse 
substrain were used to generate chimeric mice. 
F1 mice were generated by breeding with 
C57BL/6 females. The resultant F1N0 
heterozygotes were backcrossed to C57BL/6 mice 
B pathology t to generate F1 N1 heterozygotes. F2N1 
EI clinical findi! homozygous mutant mice were produced by 
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! Behavior Findings: 

, When compared to age- and gender-matched 
! wild-type control mice, homozygous mutant mice 
I were significantly different in their startle 
j response on the Startle/PPI test. Mutants 
| displayed higher startle responses than their 
i wildtype littermates. This may indicate a 
propensity for increased fear. 
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